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THE SCHOOL OF MEDICINE 

November 26 ,  1946 
Department of Pediatrics 
1740 Bainbridge Street 

D r .  S. Spiegelman 
Department of Bac te r io logy  
Washington U n i v e r s i t y  School of Medicine 
S t .  L O U I S ,  IVIO. 

Dear Sol  : 

I wish t o  make c lear  a t  t h e  beginning t ha t  I 
t o l d  Willard n o t h i n g  about  the cytogene, My s o l e  
c o n d i t i o n i n g  a t tempt  was on the q u e s t i o n  of t h e  growth 
of r o o t  bee r  b o t t l e s .  

You s e n t  J e s s e ' s  l e t t e r  t o  me and mine t o  J e s s e .  
Vie have now switched. Your s t u f f  sounds e x c i t i n g  i f  the 
enzymes prove t o  be n u c l e i c  acid s p e c i f i c .  however iffs 
r e a l l y  something t o  wmry  about ,  K u n i t z ' s  r i b o n u c l e a s e  
i s  c rawl ing  with p r o t e o l y t i c  a c t i v i t y  s o  that  d o e s n ' t  
h e l p ,  I have no r i b o n u c l e a s e  f r e e  of p r o t e o l y t i c  a c t i v i t y ,  
However a paper  appeared  i n  t h e  J . B . C .  some months back 
on soy bean r i b o n u c l e a s e  by some peonle  from Michigan, 
T h i s  s t u f f  may be pure  i n  t ha t  sense ,  so  w r i t e  them. 
Furthermore Margaret  Mac Donald a t  Cold Spr ing  Harbor is 
t r y i n g  t o  f r e e  the Kunitz enzyme from p r o t e o l y t i c  a c t i v i t y  
so you m i g h t  w r i t e  h e r ,  

The s imples t  t e s t  fo r  p r o t e o l y t i c  a c t i v i t y  would 
be a r e d u c t i o n  of g e l a t i n  v i s c o s i t y ,  A t  0 . 2 1 p e r  cc 
IdcCartyIs DNase i n  h i s  medium does  n o t  reduce t h e  v i s c o s i t y  
of g e l a t i n  i n  s e v e r a l  hour s  a l though  ve ry  a c t i v e  on DNA, 
1's sending  some of h i s  enzyme and  some polymerized N a D N  
which appea r s  m e t  f r e e  and seems p r e t t y  good, I have 
been u s i n g  t h i s  a t  0.27~~ t o  c o n t r o l  DNase s o l u t i o n s .  See 
Kunitz  J B C  paper  this yea r  on the  r ibonuc lease  a s say ,  
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I am also sending  some of Kun i t z ' s  pure  
chymotrypsin and  t r y p s i n .  
I d o n ' t  know if t h e y ' r e  r i b o n u c l e a s e  f r e e ,  I have made 
s t o c k  s o l u t i o n s  at  0.1s of a l l  t h e  enzymes i n  H20, and 
s t o r e d  them i n  t h e  icebox. Every week we'd make new s tocks .  
DNase e s p e c i a l l y  goes  t o  p o t  on s t o r a g e ;  t h e  o t h e r s  appear 
s t a b l e ,  

The l a t t e r  c o n t a i n s  40% IagSO4. 

The only  c a s e  I know of where thetwo n u c l e i c  acids 
aDpear t o g e t h e r ,  e rha  s ,  i s  a nuc leopro te in  from t u b e r c l e  

dubious s i n c e  r i b o n u c l e a s e  has never  been observed t o  degrade 
RNA i n  r i b o n u c l e o p r o t e i n ,  b u t  on ly  a f t e r  d e s t r u c t i o n  of t h e  
p r o t e i n  by f i x a t i v e s ,  h e a t ,  e t c .  

b a c i l l u s  i s o l a t e d  +?- by h a r g a f f .  I t h i n k  your s i t u a t i o n  is 

We 've confirmed and extended t h e  5-methyl t ry r tophane  
s t u f f  and I'E w r i t i n g  i t  up now. The f i r s t  part of that 
appeared i n  t h e  Nov, J. Expo Med, Ita glad you could g e t  
t h e  compound. Y o u ' l l  have t work ou t  your concen t r a t ions .  
We work a t  5 x 10-41L 5 ~ 1 0 ' ~ M  t ryptophane i n t e r f e r e s .  

I have been s tudy ing  NA metabolism d u r i n g  i n f e c t i o n  
and d u r i n g  i n t e r f e r e n c e ,  This s t u f f  appea r s  q u i t e  basic 
s i n c e  I have demonstrated a s t i m u l a t e d  DNA s y n t h e s i s  
a p p a r e n t l y  going t h r u  a ribose-5-phosphate turnover  i n  
i n f e c t i o n  whil e almost  eve ry th ing  e l s e  s t o p s  dead. With 
i r r a d i a t e d  v i r u s  t ha t  s y n t h e s i s  is blocked. 5-methyl 
t ryp tophane  a l s o  p u l l s  that l a t t e r  s t u n t .  

And we have found some growth f a c t o r s  f o r  v i r u s  
s y n t h e s i s .  One s t i m u l a t e s  DNA s y n t h e s i s  and the second, 
indole-Z-acet ic  a c i d  (but n o t  t ryp tophane)  f a c i l i t a t e s  
the convers ion  of syn thes i zed  DNA t o  v i r u s .  I ' m  sending 
o f f  a couple  of n o t e s  soon on t h i s .  

We ' r c  having  t r o u b l e  g e t t i n g  r a d i o a c t i v e  P s i n c e  
iIlilfT s topped producing and Oak Ridge h a s n ' t  shipped any, 
Can you o r  Mart in  h e l p  in any way? 

Regards t o  Helen,  Willard, M a r t i n .  

S e y b u r  Cohen 
SSC:R 


